CUBICIN 

(daptomycin for injection) 



R.orty 

To reduce the dmtapmert of drug-resstant bacteria and mairtan fie effectiveness of OBCW and other 
drugs, CUBCN shouto be iced orty to treat or prevent Wecftre caieed by bacteria. 



CUBJCW contains daptomydn, a cycle Fpcpepude antbactena) agent derived from the fermentation of Stoptompes 
mseosporus The chemical name is /^08onoyH.-tryptopn^ 

l>alanvVL-aapartylglycy>D-seryJ-^ e r lactone.Trecrieroical structure K 



- 



The empirtoal forrnJa is C^r^rO^ 

free, pate yeftowto Ml bn^lycflra cake centa l 

tota*tog reconaitudon wtth 0.9% socSun chloride Injection The on* ractfce ngrecfeni s sodrun btfradde, wttti 
is used to minimal ojantfiies far pH adjustment. Freshly reconstituted solutions of OJBION range in cctor from pale 
yefow to fto^ brown. 

CUMCAL PHARMACOLOGY 

Ptmui K ok k jelkx The mean (SO) pharmacokinetic parameters of daptorriydn on Day 7 fcftowng the intravenous 
administration of 4 mgkg, 6 mg/kg, and 8 mgtog q24ri to heafthy young adutts (mean age 35.8 years) are summarized 
in Table 1. 
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"Median (minimum, maximum) 

= Maximum plasma orjrcentratav T M = Time to C^ AOC^ = Area under concentration-time curve from 
0 to 24 hours; t w = Terminal e£mnation hatf-ife; V a = Apparent volume of tfstrfbutfon; a T = Systemic clearance: 
CL„ = Renal ctearance; Ae^ = Percent of dose recovered in urine over 24 hours as unchanged oaptomycin fctowtog 
the first dose. 

Daptomycin pharmacokinetxs are nearly linear and time-independent at doses up to 6 mg/kg administered once 
dairy for 7 days. Steady-state concentrations are achieved by the third dairy dose. The mean (SO) steady-state 
trourjh concentrations (Days 4 to 8^ 6, and 8 mgAg q24h are 5.9 (1 .6), 9.4 (2.5), 

and 14.9 (2.9) ugArl, respectively. 

Distribution: Daptorrryoh is reverstty bound to human ptasma proteins, primarily to serum afbumin, in a concentration- 
independent manner. The mean serum protein ttnolng of daptxmycin was approximately 92% in healthy adults after the 
administration of 4 mgAg or 6 mgAg. Serum protein binrjng was not aftered as a function of daptrjmyan corcentration, 
aose, or number of doses received 

tn cfinicaJ stuofes, mean serum protein bindtog in subjects with CU, ^30 mL/min was comparable to that observed in 
heafthy subjects with normal renal furictmHovvever, there w^ 

subject; with Op, <30 mL/mto (87.6%). induing hemodofyss patients (85.9%) and CAPO patients (83-5%). The pro- 
tein btntfing of &totDmycii in subjects with hepatic impairment (Chfld-Pugh B) was simter to healthy adutt subjects. 
The apparerl volume of (Sstrtoutton of daptorriycin at steady-state in healthy adut subjects was arjpraomatery 0.09 LAg. 
IWBfcjfloir/n^sturJesw^ 

of the foftowing human cytochrome (CYP) P450 tsoforms: 1A2, 2A6. 2C9, 2C19, 2D6, 2£1,and3M. It bun*efythat 

daptornycfa wifl tohM a indura t^ 

daptomycin is a substrate of the CYP P450 system. 

In 5 heafthy young adufls, after infusion of ratfolabeted X-daptomycrn, the ptasma total rarticectivity was simitar to the 

concentration determined by rrtcrotictogical assay. Inactive metabolites of oaptomycin have been detected in the urine. 

asdetprmtortbyflied 

of metabofism has not been identified. 

Exertion [Japtomycin is excreted primarty by the ktahey. In a mass balance study of 5 heafthy subjects using 
radtotabefed daptDmycin, approximatefy 78% of the administered dose was recovered from urine based on total 
radkactMty (approximate* 52% of the dose based on mfcrcbiofogicalty active coreentraticos) and 5.7% of the dose 
was recovered from feces (coflected for up to 9 days), based on total radioactivity. 
Because renaJexcretirx is 
ra^icfency^^rri/min) 

SPECIAL POPULATIONS 

flanaf teufficfarxp Poputalicn otefved rjharmar^ 
stnxture infections and fieaftf^rw 

istration of a stogte 4 mg/kg (V dose of daptomycin, the plasma clearance (0. T ) was reduced and the systemic exposure 
(AUCfrj was increased wtth decreasing renal function {see Tabte 2). The mean AUC^. was not markedly 
different for subjects and patients wtth CU 30-80 mtVrrin as compared to those wtth normal renal function 
(CU, >80 rrtmin). TrerreanALC^ values to/ subjects and r^ 

post dafysis) / CAPO subjects were approtirnately 2- and 3-fimes higher, respectively, than the values in torJvfduafs with 
normal renal function. The mean ranged from 59.6 ug/rri to 69.6 txymL in subjects wtth CU £30 nt/toto whfte 
those with CU. <30 ntArfi ranoedlrom 41.1 uo/mLto 57.7 ug/mL to 11 ncrnntectod adiil su^eds urfcrcong dial- 
ysis, approximatefy 15% and 1 1% of the atotiristered dose was removed by 4 hours of hemodbfysis arti 48 hours of 
CAPO, resjjectlvefy. The recent 

and 4 mg*g onus every 48 tous b CU <ju biiifi^ ihuse on tarurafysis and CAPO. Oapiuniycii shuid 
be admiristaed toiowtog the corr^^ 



Tabte 2 Maan(SO)Dapf 
Ranal Ruction 


Dtnycfn Poputatk 
d Subjects witt! 


n Phannacokfnetfc P 
Varying Degnes of Rf 


arametsfs FoO 
frrfoctad Patio 
ral Function 


owing 
nts and 

(rmyfcka) 


Normal 

(O^>80iTl/min)(N=165) 


417(155) 


9.39(4.74) 


0.13 (0.05) 


10.9 (4.0) 


Mitd Renal trnpairrnent 
(Oo, 50-80 mtymin) (M-64) 


466(177) 


10.75(8.36) 


0.12 (0.05) 


9.9(4.0) 


Moderate Renal Impairment 
(Oo, 30-<50 miymin) (N=24) 


560(258) 


14.70(10.50) 


0.15 (0.06) 


8.5 (3.4) 


Severe Renal Impairment 
(Oq, <30 (vUm ^=8) 


925(467) 


57.83(14.85) 


6.20(0.15) 


5.9(3.9) 


Hemcdbrysts and CAPO 
(N=21) 


1^44(3/4) 


29.81 (6.13) 


0.15 (0.04) 


3.7(1.9) 



Note: Oo, = Creatinine ctearance estimated using the Cockroft-Gaun equation with actual body weight 



CUBICOf (daptotnycfn for (nftcflon) 

M^patfc ktsumckncr The pharrnaccWndts of (laptop 
vnpain7tont(ChJr>Puph Class B) arid co 

pharmacckinetiarjf p^)^^ subjects wtth moderate hepatic rTpairment. No dosage aojustment 

is warranted when administering datfomycin to patiente with mild to moderate hepatic impairment. The pharmacoki- 
netics of daptomycin in patients with severe hepatic insufficiency have not been evaluated. 
Ga^NocllnicafVsignf^ 
heanhy mate and ferr^suDjec^ 
SerfWnkrTre pnarmacridnr^ 
11 heafthy young matched rxntr^ 

the mean total ctearance of daptrjmycin was reduced appra d matety 35% and the mean AUG- increased ^prad- 
mately 58% in ekterty subjects compared to yomg heattt^ subtects. There were re drfterences to No dosage 
adjustment is warranted tor etderty patients wrth ncrmaf (tor age) reraJ function. 
Obeaf^Tfiepfwmacolorietla 

kg/rtf) and six extremely obese (BMI S40 kgmf) subjects and controls matched for age, sex, and renal function. 
Followtog administratis the pfasma cteararee of 

t^afJtomycti increased approximately 18% in moderately obese subjects and 46% in extremefy obese subjects 
compared with non-obese controls. The ALC^. of daptomydn increased approximately 30% in moderately obese and 
31% in extremefy obese subjects compared with non-obese controls. The differences were most Bkefy due to 
differences ri the renal ctearance of daptomycto. No dosage adjustment of daptomycin s warranted in obese subjects. 
/tefcMcThe rjrwmacckinettetf 
DRUG-0RUB MTHUCmNS 

Drug-drug interaction studies were performed with daptomycin and other drugs that are Btety to either be co- 
administered or associated with overlapping toxicity. 

Arteorumr In a study in which 1 5 heaithy achit subjects recerved a single dose of aaptorrrycin N 6 mgAg, aztre- 
onam 1000 mg N, and both in ccmbfnation, the C,,. and AUC^ of daptomycin were not sigrificantty aftered by 
aztreonam; the and AUC*- of aztreonam were not signmcantty aftered by aaptorrrycin. No dosage 
adjustment of either arrttowtic is warranted when c^adnitoistered. 

TotnBijfckt In a study in which 6 heafthy adult mates received a sfngte dose of daptomycin IV 2 mgflcg, tobramycin 
IV 1 mg/kg, and both In comtxriation the mean C^andAUC^. of rjaptnmyctn increased 12.7% and 8.7%, respec- 
tively, when administered with tobramyda The mean CU, and AUC^. of tobramycin decreased 10.7% and 6.6%, 
respect*^, *ten aorninistered with (teptonryon. None oflhese cfifterences was statstica3y sjgnrfcanl The rtoaction 
between daotomydn and tobramycin with a cfinical dose of o^ptornycin (4 mgAg) is unknown. Caution e warranted 
when daptomycfi is cc^ administered with tobramycin. 

NMMrki 1 6 heatthy subjects, concomitant adrrtnistratjon of daptomycto 6 mg>Vg once datfy tor 5 days followed by 
a single oral dose of warfarin (25 mg) had no significant effect on the pharrnarxkinetJcs of either drug and rid not 
signrflcanlty alter the tNR (totematonal Normaized Rate) (see PRECAOTIOMS, Drug fnteractfon^. 
StanHfMtartn 20 heatthy subjects on a stabfe daily dose of simvastatin 40 mg, actoitoistration of daptomycin IV 
4 mgAg once dafly for 14 days (n=10) was not associated wtth a higher incidence of adverse everts than subjects 
recefvtng placebo once daffy (n=10) {see PRECAuTtOWS, Drug tola at Uu a), 

Ftabenockt Ccocomitant adrniriistratjon of probenecid (5O0 mg tour times GafM and a single dose of darjtomycin IV 
4 mgAg cfid not significantly after the C^ and AUC^ of daptomycin. No dosage arjustmerrt of oaptomycin is 
warranted when carjrjxnycin is co-administered wtth probenecid 



Daptomyctotsananitoader^ 
which has dnicaJ utity to trie treatrrm 
activrlyc<daptomyctoenccri3assffi 
cy apainst arttiotic-resistart 

Daptomycin exhtoits rapid, cc«^tratjaHiependent bactericidal activity against Gram-posfllve Cfganisms f? vfru This 
has been demonstiated both by time-kia curves and by MBOWC ratios using broth (Sution methodology. 
t) kftiostedes have ctemonstrated adefrtive or indifferent toteracttons of daptWTrycin with other antfbtotics. Amagonism, 
as detemM by Wl curve studies, has rrt 

sides and B-lactam anttxdtjcs against some isolates of stapf^tocccci and enterocccci, incrudtog some MRSA isolates. 

IfarfMrifsroo/Arf/arrTherr^ 

to bacterial rrerrtoranes and causes a 

toirtoBtirjiofprrjteia 



Mor^hanisnis at resfat an cei At this time, no mechanism of resistance to daptomycin has been identified. Currently, 
there are no known transferable elements that confer resistance to daptomycin. 
Din iiiAImu On^fesfsfanoshasnxbam 
Othan The emergence c<resistanx to 
theentresdof Phase 2 arto 3 clinical to 

study who rricefved dar^xnycin at tess than the prctocc4-specified dese for the initial 5 days of therapy. In the second 
case, a resistant £kec^ wast 

Oaptomycin has been shown to be active against most isolates of the following microorganisms bothft dfrpand in 
CiudaJj]1^1i2IE. as Ctesolbed hi the MDICAnONS AKD USASE sectlofv 



£nferoaxxusfi30C*(^^ 
Staptiytaaocas wj&js (inctotfing melhidSivresistanl strains) 
^'^l^fHypf^ iff SQBl SCt iM 

Strep to coccus ojcgafacteesubsp equisrn&s 

The faaowino f? wfro data are available, but theff dtotoal dnnifranrtt iifimf^ r^atPr rtan on% nf rhP fnnr^np 
rrfcnxrganjsms ctenrjnstrate an in vtoMJCIesstl^cr equal to toe 

bactErtal genus. The efftoacy of oaptomycin in treating cfrtcaJ infections due to these mxrorganisms has rrt been 



estebfched in adequate 



cfinical trials. 



GorynetactBlun jettekjm 
Entenxocas faecafs ^ancomyefn-resistant strains) 
Ertervcoccus faeckm (rnctufing varxamycto-resistant strains) 
Staptytooocxjs eptiermkXs (including methicilSn-resistart strains) 
Staphylococcus haemotyticus 
SuMCOptibBt^ Tc&tbtQ §0&ttfpd9 

Sisceptfbflity testing by dilution methods requires toe use of daptomycin susceptibly powder. The testing also 
requires the presence of physfc^ogtoal levels of free cafcium ions (50 mgA calcium cWonde) in Mueller-ttnton broth 
meoTum and a minimum of 28 mg/L calcfum chloride in Ivfuefler-Ktoton agar merftom. 
Damon xadwiquK Ouaniriative rnemcos are usea 

the susceptibility of bacteria to antimicrcbial compounds. The MJCs should be determined using a standardized 
procedure. 11 Standartfced procedures are based on a cflution method (broth or agar) a er^uVafent with standardbed 
inoculum concentrations and standarofeed concentrations of daptomycin powder. The MIC values should be interpret- 
ed accordtog to the criteria in Tabte 3. 

Dtffuston tecnntguK Quantitative methods that require measurement of zone cfameters atso provide reproduefbte 
estimates of the susceptrbflity of bacteria to antimicrobial compourxb. One such standaraced procedure reqUres toe 
use of standardbed inoculum cc«^^ 
to test the susceptib^ erf rnicnxr^ 



Exhibit E 



CU81CUT (daptomydn for Iraaction) 
Table 3 SusceptfbtBty ffrterprettve Criteria tor Daptomydn 



Pathogen Wnfcnal fnltmmy uw^wilmfloo frpM*)* Pfafc dBTusfori zona Diameter (wnf 
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Staphylococcus aureus 
(nwMcMn-mCTpttfc «xi 
BNHdfeHottnQ 


SI 


w 
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Streptococcus pyogenes, 
Streptococcus agaiactiae, 
and Streptococcus Oysgaiacti 
subsp (XfUfSkniBs 
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£16 


(c) 




Enterococcus faecails 

ryara*itydn-suscepdbte only) 
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w 


(0 


£11 




(0 



a Ire rVtlC Irterrjretive criter^ 
using Muefef-tfnton broth adjusted to a cafcun content of 50 mg/L; the WC interpretwe criteria tor Streptococcus 
spp other than S pneumoniae are appfcafite any to tests performed by broth morxfiutwi using Muefler-Hrton 
broth adjusted to a calcium content of 50 mgA, supplemented with 2-6% tysed horse blood inocUated with a 
rjrect colony suspe n sion and incubated in ambient m at 35"C tor 20 to 24 hours. 

b. The zone dameter interpretive criteria tor Streptococcus spp other than S pneumoniae are applicable only to 
tests performed using Muefler-Wnton agar supplemented with 5% defibrrriated sheep btood and incubated to 5% 
COj at 2SK for 20 to 24 hours. 

c. The current absence of date on daptorriydrwesisiant strains precludes defining any categories other than 
"Susceptible. ' Strains yietobg test results suggestive of a "norvsuscepta** category should be retested, and if the 
result is confirmed, the isotate should be sutjmitted to a reference laboratory for further testing. 

A report of -Susceptible" indhates trial fte ptihogen is Eke* to 
reaches the concentrations usually achievable. 

QuaStf Contort Standardized susceptibility test procedures require the use of quality control miaoorganisms to 
control the technical aspects of the procedures. Standard darjtDrnycin powder should provide the range of values 
noted in Table 4. Quality control microorganisms are specific strains of organisms with intrinsic btotogfcaJ proper- 
ties relating to resistance mechanisms and their genetic expression within bacteria; the specific strains used for 
miactiotogica] quality control are not cflrticaDy significant 

Table 4 Acceptable Quality Control Ranges for Daptomydn 

to Be Used In Validation of SusceptfcUty Test Results 



Acceptable Quality Cuntiul Ranges 



QC Strata 


wurerrejni lauoruxry 
Concentration (ice in iia/mcr* 


Disk Diffusion 
(zone fitmetori to ram)* 


Entenxoccus faecalis ATCC 2921 2 




Mot applicable 


Staphykrcoccis aureus PJCC232}3 


0.25-1 


Not applicable 


Staphylococcus aureus ATCC 25923 


Notappncabte 


18-23 


Streptococcus pneumoniae ATCC 49619' 


0.06-0.5" 


19-26* 



a Quality control ranges reflect MICs obtained when Muefier-Hinton broth is supptemented with catdum to a final 
concentration of 50 mg/L 



b. Some tots of fAjefler-hfinton agar are deficient in calcium and give small zone rJameters. 

c. This organism may be used for validation of susceptibility test resutts when testing Strvotoccccus spp other than 
S pneumoniae. 

6. This quality contrai range for Spneaimiae is appfcabls only to tests performed by broth mrcrocSulton irstog cation 
adjusted Muefter-Hinton broth with 2-5% lysed horse blood inoculated with a (fired colony suspension and 
ncubated in ambtert air at 35°C for 20 to 24 hours. 

e. This quatty corttrol zone olameier range is appfcabte or^ 
with 5% defbrlnated sheep blood inoculated wfth a cfrect colony suspension and incubated in 5% CO, at 35°C 
for 20 to 24 hours. 



WDtCATTONS AND USAGE 

CUBJCtN (daptomydn for Injection) is indicated for the treatment of complicated skin and skin structure infections 
caused by susceptible strains of the following Gram-positive rrtooorganisms (see also DOSAGE AND ADMINIS- 
TRATION): Staphylococcus aureus (Muring metWdOivresistant strains}. Streptococcus pyogenes, Streptococcus 
agatactiae, Streptococcus dysgatactiae subsp. equtskniSs and Enterococcus faecaSs (vancomydn-susceptite 
strains only). Combination therapy may be cflnfcally Indicated if the documented or presumed pathogens include 
Gram-negative or araerobjc organisms (see CLINICAL STUDIES). 
Daptomydn is not indicated for the treatment of pneumonia. 

typropnate specimens tor rmcfciotograJ oarrunation should be obtained in order to isotate and identify the causative 
pathogens and to determine their suscepbbity to daptomydn. Empiric therapy may be initiated while awaiting test 
resutts. Antiniicrorjial therapy should be adjusted as needed cased upon test resutts. 
To reduce the devdopment of orug-resistart bacteria and maintain the effectiveness of CUBCW and other antfcader- 
ial drugs, CUBON should be used oriy to treat or prevertWediore that are c 

by susceptiJte bacteria When culture and susceptix5ty information are avaflabte, they should be considered in select- 
ing or rrwcfifytng antbacteriaJ therapy in the absence d such data, local erjictemiotogy and suscepttotfity patterns may 
catitxjte to the empiric selection of therapy. 

CUBON is caitrajncScated in patierts with known hypersensitivity to daptomydn. 

Psajclomembranais 

to severity from mild to fife- thr^^ 

diarrhea subsequent to the administration of any antJbacterial agent. 

Treatment with atobacteriaJ agents alters the normal flora of the coton and may permit overgrowth of ctostrtcfa Stuies 

indcated that a toxin produced by Qcstrk&rrt (fffde is a primary cause of "artttxotic-associated cofitis" 

If a dagnosis of pseudorrernbranous cditis has been established, afjpropriate therapeutic measures should be initiated. 

MM cases dpsoriomerrtiar^ 

sideratjonsfouMbeofo 

anrjbactertaf agent cfinbaJty effects against C cffScde. 

PRECAUTIONS 

(^•rafr Trie use dantfciota 

during therapy, appropriate measures should be taken 

FiBSduiny OJ3CW h the absence of a rjroven or strondy suspected badsrial infection or a proplryfactic irrfcaticn !s 
unSety to pcovtoe benefit to the patient and increases the risk d the ctertjlcpmerrt of drug-resistanJ bacteria 
Skeletal lender In Phase 3 ccrriitaledsldnartosktostrur^ 
rjltJsphoWnase fCPtg were reported as cftoicd adverse even^ 

to 10/558 (1 .8%) comparator-treated patients. SkdeteJ muscle effects associated with daptomydn ^ere observed in 
animals (see ANIMAL PHARMACOLOGY). 

Patients receiving CUBCW should be rnonrtored for the development of muscle pain or weakness, particularly of the 
octal extremities. CPK levels should be rnonrtored weekly in patients who receive CUBJCtN. Patients who develop 
unexplained elevations in CPK while receiving datforrrjctosrioutobe rrxxxtor^ more frequently. Among patients with 
abnormal CWf^500UAj at baseline, 2^ 9 (10.5%) treated wWCUB^arto 4/24 (16.7%) treats vvrm ccrnparator 
developed further increases in CPK while on therapy. In this same population, no patients developed rrryopathy. 
Daptomycin-tjeat^ 

vations or myopathy relative to those treated with comparator (n=24). 

CUBJCtN shodd be (JrscoTttoued in patients wtth unexplained signs and symptoms of myopathy in conjunction wtth 
CPK elevation >1000 U/L (-5x ULN). or in patients without reported symptoms who have marked elevations In CPK 
£1 Ox ULN). tn addition, consictefalion should be given to tenrporariV susperxjing agents associated with matxtorrry- 
olysis, such as KMOCoA reductase inhibitors, in patients receiving CUBJCW. 

In a sm^ rurtKr d patients in Phase t and Phase 2 studes, administration of CUBJCW was asscdated with decreases 
in nerve conduction vefcdty and with adverse events (eg, paresthesias, Beffs palsy), possfery reflective cJperfoherai or cra- 
nial neuopalhy. Nerve conduction deficits were also detected in a smfer cumber of comparator subjects in these studes. 



CUB (CUT" (daptomydn for injtctfon] 

In Phase 3 cSSSt and CAP stories. 7/989 (0.7%) daptomycto-treated patients and 7/1018 (0.7%) corrparator-treated 
patients experienced paresthesias, hie* or worsening p 

In artmars, effects of daptomydn on pertoheral nerve were observed (see ANIMAL PHARMACOLOGY). Therefore, 

physcians should be alert to the possttfity of signs and symptoms of rieuropathy in patients receiving CUBON. 

Drug tata n ct km: Warfarin Concomitant administration of ctaptomycto (6 mpAg once every 24 hours for 5 days) 

and warfarin (25 mg single oral dose) had no agnrflcarrj effect on the pfwvxxtiretics of eftter onjg, and the iffft was 

rrtsigdfkarriVartfiredMexperlen^ 

unteer studes, anuragutant activity inpatientereceivtogrjaptorrrycto 

ecalctaysartef instating therapy 

HMG-CoA Reductase W*tor» Inhtoltors of HMG-CoA reductase may cause myopathy, which 's manifested as 
musde pain or weakness associated wtth elevated levels of CPK. There were no reports of skeletal myopathy in a 
piacebCHXXTtrofled Phase I trial in which 1 0 healthy subjects on stable simvastatin therapy were treated concurrent- 
ly with daptomydn W mgrfcg once every 24 hours) for 1 4 days. Experience wtth cr>adrninlstration of HMG-CoA reduc- 
tase inhibitors and CUBJCtN tn patients is limited, therefore, consideration should be given to temporarily suspending 
use of HM&CoA reductase inhaxtors in patients receiving CUBON. 
DmgrLtbotaney bfttotanctkm There are no reported cifug- laboratory test interactions. 
CudBogenaste, Mutagenesis, Impairment of FertiBty: Long-term cardrxgenidty studfes in animals have not 
been conducted to evaluate the carcinogenic potential of daptomydn. However, neither mutagenic nor dastogenic 
rjoteritlal was fourx) in a battery of g 
a test for cnrorrwsomal arjeratiommaitoese hamster 
assay, and an to vivo sister chromatid exdianrje assay to Chinese rorreters. 
OaptomvdnrJdndaffedtheferti^ 
atopsesupto150mgrVrj^,whpiis 
Pregnancy Taratoo^Efr^ 

rabbits at doses of up to 75 mr^krj, 3 and 6 times the human dose, respectively, on a body surface area basis, have 
revealed no evidence of harm to the fetus due to CUBJCtN. There are, however, no adequate and we9n]ontrafled stud- 
ies in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug 
should be used during rxegnancy only H clearly reerJed. 
Nursing Mottmx It is not known if daptorrrycmisejccretBdhh^ 
is administered to nursing women. 
Axfefnfcflfs« Safety arxjet 
Ganfafrfc User Of the 534 patients 

structure infection, 27.0% were 65 years of age or dder and 1 2.4% were 75 years or older, fii the two Phase 3 cfidcaJ 
studfes in patients wtth cSSSI, lower cfirxcal success rates were seen in patients 265 years d age compared to those 
<65 years of age. In addition, treatmert-emogenl adverse events were more common in patients 565 years old than 
in patients <65 years d age in both cSSS studies. 
ANIMAL PHARMACOLOGY 

in animals, daptariycto actoristralion has been asscdated with effects on skeletal musde wtth no changes in cardac 
or smooth musde. 9<£teta! musde effects were characterized by aegererativeAeflererattve changes and variable ele- 
vations in CPK. No ftrasis or rtrabctorrrydysis was evident in repeat dose studies up to the highest doses tested in rats 
050mg/kp/rJay)anddor^ 

extended from 1 rrorrto to up to 6 mcntrs. Severity w» 

changes, were fully reverstte within 30 days fottowtog cessation of dosing. 

In aduft animals, effects or pertoheral nerve (characterized by axonal degereration and frecijentty accompanied by sig- 
dficart losses of patellar reflex 

with skeletal myopathy. Deficits in the dogs' pateOar reflexes were seen within 2 weeks of the start of treatment at 
40 mgAg (3.5 times the human AUC), wtth some cftoicai irrprovement noted within 2 weeks of the cessation d dos- 
ing However, at 75 mg/kg rdaJy for 1 month, 7/8 dogs failed to regain full patellar reflex responses within the duration 
of a 3 month recovery period. In a separate study in dogs receiving doses d 75 and 100 mcAg/day for 2 weeks, min- 
imal residual ristctogical changes were noted at 6 rnonths after cessation d dosing However, recovery of peripheral 
nerve function was evidenL 

Issue dstrfoutton studes in rats have shown that ctaptomydn is retemed in tire kidney but dees rw aprjeaito perx?trate 

acrossjhebtood-brato 

ADVERSE REACTIONS 

Because cfinical trials are conducted under wddy varying concftions, adverse reaction rates observed in the cfirxcal trials 
of a drug cannot be rjrecdy compared to rates to the dinlcal Mais danott^ 
to practice. Tte adverse raactta 

events that appear to be related to drug use and for approwmating rates. 
Clirfcd studes sponsored r^ 

Most adverse events reported to these cfirucaJ stuefcs *ere ctesatKd as rrdd or moderate in intensity. In Phase 3 c$S3 
trials, daptomydn was discontinued in 15/534 (2.8%) patients due to an adverse event write comparator was 
rJstantinued in 17/558 (3.0%) patients. 

The rates d most comncn adverse events, organced by tody system observed h cSSS patients are displayed ri table 5. 

Tables Incidence (%) of Adverse Events that Occurred to ^ 2% of P^ 

Bttier Daptorrrycin or Comparator Treatment Groups to Phase 3 cSSSJ Studes 



Da ptumyuat pus34) Comparator pfasse) 



Gastiutiitesdnal disorder! 

Constipation 
Nausea 
Diarrhea 
Vbrnlbng 




6.2% 
5.8% 
5.2% ' 
3.2% 
0.9% 


6.8% 
9.5% 
4.3% 
3.8% 
2.5% 


oenarai rasoruen 

B^ecoon scb reactions 
Fever 


5.8% 
1.9% 


7.7% 
2.5% 


Nervous system disorders 

Headache 
Insomnia 
Dizziness 


5.4% 
4.5% 
2.2% 


5.4% 
5.4% 
2.0% 


Skin/sttictitaneous dborders 

Rash 
Prurttis 


4.3% 
2.8% 


3.8% 
18% 


DfagncetJc tivesOyaBoia 

Abnormal Bver function teste 
Elevated CPK 


3.0% 
2.8% 


1.6% 
1.8% 


■racoons 

rungs siteccors 
Urinary trad infections 


2.6% 
2.4% 


32% 
0.5% 


** ■ ^ - 

Vinciiir owjrncra 

Hypotension 

Hypertension 


2.4% 
1.1% 


1.4% 
2.0% 


iwraa/unnary raaoraers 

Renal failure 


2.2% 


2.7% 


Euood/ryiikpJuitJc dborders 

Anemia 


2.1% 


2.3% 


Resptatory rJsorden 

Dyspnea 


2.1% 


1.6% 


unto pain 
Arthralgia 


1.5% 
0.9% 


2.0% 
2.2% 



* Con P ai ^ s inc ' uded vancornvdn 0 9 W q12h) and semi-synthetic penicillins (le, nafdOto, oxadJlin, ctocacBfln, 
nudaxacfifin; 4-12 g/rJay in divided doses) 



CUBICUT (daptomycfai for faction) 

tn Phase 3 studies of community-acquired pneumonia (CAP), the death rale and rates of serious cardiorespiratory 
adverse events were higher in daptomycin-treated patients than in comparator-treated patients. These differences were 
due to lac* of therapeutic effectiveness of daptornyctn in the treatment of CAP in patients experiencing these adverse 
events (see INDICATIONS AND USAGE). AdcfitJonal adverse events that occurred in 1-2% of patients in either 
raptomycirv or conparator-treatmenl groups in the cSS3 studies are as follows; edema, cefluktis, hypogfycemia, ele- 
vated aJkafne phosphatase, cough, back pain, abdominal pain, hypokalemia. fTypergtycema, decreased appetite, anxi- 
ety, chest pain, sore throat cardiac faflure, confusion, and Candida infections. These events occurred at rates ranging 
from 0.2-1.7% in daptomycin-treated patients and at rates of 0.4-1 .8% in comparator-treated patients. 
Additional drug- related adverse events (possfciy or probably retatecO that occurred in < 1 % of patients r eceiving dapto- 
mycin in cSSSI trials are as follows: 

Body as a Itoufe- fatigue, weakness, rigors, discomfort, ftteriness, flushing, hypersertsfMy 

Btood/Lytnptettc System: leukocytosis, trYombocvtopenia, thrombocytosis, wsinophilia, increased internationaJ 

normalized ratio 

Cankxascutaf System- supraventriaiar arrtrythrrua 
Dermatotogjc System: eczema 

Digestive System: abdominal dstenston, flatulence, stomatitis, jaundice, increased serum lactate dehydrogenase 
Metabotktfkjtritionai System: Hypomagnesemia, increased serum bicarbonate, etectrofyte d 
Muscdoskeietal System: myalgia, musde cramps, muscle weakness, cetaomyetitis 
Afervous System: vertigo, rr^ status ctarige, paraes^ 
Spodat Senses: taste disturbance, eye irritation 
Laboratory Cttingos 



Table 6 



snce p») or Qum irospnoKinass ivnij oovnons rfom c 
tn Bther Daptomydn or Comparator Treatment Groups In F 



(N=430) 



(N=459) 



(N-374) 



Comparator 
(14=392) 





n 


% 


n 


% 


B 


% 


n 


% 


^increase 


90.7% 


390 


91.1% 


418 


91.2% 


341 


91.1% 


357 


Maximum Value >1xULfT 


9.3% 


40 


8.9% 


41 


8.8% 


33 


8.9% 


35 


>2xULN 


4.9% 


21 


4.8% 


22 


3.7% 


14 


3.1% 


12 


>4xULN 


1.4% 


6 


1.5% 


7 


1.1% 


4 


1.0% 


4 


>5xULN 


1.4% 


6 


0.4% 


2 


1.1% 


4 


0.0% 


0 


>10xULN 


0.5% 


2 


0.2% 


1 


0.2% 


1 


0.0% 


0 



' ULN (Upper Unit of f>torma!) is defined as 200 U/L. 

Note: Etevations in CPK observed m patients treated with daptrjrrrycin or comparator were not cfinicaAy or statistical 
signflicanlly daferent (P <0.O5). 

In cfircal trials, 0.2% of patients treated with CUBiCN had symptoms of muscle pain or weakness associated with CPK 
elevations to greater than 4 times the naper Emit of normal. The symptems reserved wimri 3 days and CPK retimed to 
normal within 7-10 days after dfceontinuing treatment (see PRKJUJTtONS, Skeletal Muscle). In Phase 3 comparator- 
controlled trials, there was no ciinicafly or statistically s^nrficant difference (P <0.05) in the frequency of CPK etevations 
between patients treated with OJBICIN and those treated with comparator. CPK elevations in both groups were 
generally related to medical conditions, for example, skin and skin structure infection, surgical procedures, or 
ntramuscutar injections, and were not associated with musde symptoms. 

There were no substantial differences between CUBICW and the comparators in the frequency or dBtnoution of changes 

in other laboratory parameters. regardless of drug relationship. 

OVERDOSAGE 

In the event of overdosage, supportive care is advised with maintenance of glomerular titration. Daptornyctn is slowfy 
cleared from the body by hernocSaJysis (approximately 15% recovered over 4 hours) or by peritoneal dialysis (approxj- 
matefy 1 1 % recovered over 48 hours). 
DOSAGE AND ADMINISTRATION 

Comptkatcd Skin and Skin Structure Infections: OBION 4 mg/kg should be administered ever a 30-minute 
period by intravenous infusion in 0.9% sodium chloride injection once every 24 hours for 7-14 days. Doses of 
OJBICIN higher than 4 mgkg/day have not been storied in Phase 3 controlled clinical trials. In Phase 1 and 2 cfirv 
teal studies, CPK elevations appeared to be more frequent when daptomycin was dosed more frequently than once 
daily. Therefore, CUBICtN should not be dosed more frequently than once a day. 

Because daptornyctn is eliminated primarily by the kidney, a dosage moderation is recommended for patients with 
creatinine clearance <30 mL/min. inducting patients receiving hemodialysis or continuous ambulatory peritoneal 
dialysis (CAPD), as listed in Table 7. The recommended dosing regimen is 4 mg/kg once every 24 hours for patients 
wrtfiCLcp >30 mL/min and 4 mg/kg once every 48 hours for CLo, <30 mL/min, including those on herrwrJafysis or 
CAPO. When possible, CUBICtN should be administered foSowing hemodialysis on henrodialysts days (see 




>30rnL/min 


4 mg/kg once every 24 hours 


<30 mL/min, inctudrng hemorJalysis or CAPD 


4 mg/kg once every 48 hours 



Prepantton of Oaptjmych for AdHm&tiatkMi OJBON is supplied in single-use vtafs corrttinrng either 250 or 
500 mg daptornycin as a sterte, lyrjphtfeed powder. The contents of a CUBJOJ 250 mg vial shodd be reconstituted with 
5 rrt of 0.9% scdum ohtoride irlectm The crjriferte 

0.9% sodium cttoride inpetm Reconstituted OJBICIN should be further diluted with 0.9% socSun chloride ir^ection to be 
artmincsiered by intravenous infusion ever a period of 30 minutes. 

Since no preservative or bacteriostatic agent is present in this product aseptic technique must be used in preparation of 

final rrtravenous sotutm Stability stucfies have shown that the reconstrtijted solution is stable in the viai tor 12 hours at 

room temperature or up to 48 hours if stored unoter refrigerate 

the infusion bag for 12 hours at room temperatmj or 48 tours if stortf 

infusion bag) at rorjm temprjra^ 

eratxn should not exceed 46 hours. 

CUBICtN vtafs are for stoate-use only. 

Parenteral drug products should be Inspected visually for particulate matter prior to arJministratkin. 
Because only limited date are av^ 
other rrerjicatirjns shrjutd not 

venous fine. If the same intravenous fine is used for sequential infusion of several drnereni drugs, the line should be 

flushed with a ccmpatirjte Wusta 

ftntp*afc*ifta*arw» 

injectmOJTjJCWisrxaa 

HOW SUPPLIED 

CLaCWfpaptorrrydnte 

Singfe-use 10 mL capacity vials: 

500 mg/vfal: (Packages of 1 (NDC 67919-011-01) 

250 rngA/tai: Packages of 1 (NDC 67919-010-01) 

STORAGE 

Store original packages at refrigerated temperatures 2 to BT (38 to 46T); avoid excessive heat. 



C08JCIN- {oaptomyctn for injoctkxi) 

CUWCAL STUDES 
frrnpfaterfSJananrfSto 

structure Wecfons (Tabte 8) were enrolled in 2 randomized 
paring OJBJCfJ (4 mg/kg rV q24h) with eftfw vancomyew 
ctoxari^orflutoxa* 

creatinine clearance between 30-70 mL/min were to receive a lower dose of CLBQN as specified in the protoccr, 
however, tte majority dpatx^ 

to oraJ therapy after a minimum of 4 da>s of rV treatment I ctrricaJ ffTvmvement was demonstrated. 

One study was conducted primarily in the United States and South Africa (study 9801). and the second (study 9901) 

was conrJucted at non-U.S. sites only. Bom studies were similar In 

ing history of cfiabetes and rjenpheral vascuiar (Jsease. There were a total of 534 patients treated wrth CUBICtN and 
558 treated wfthomparato 

The efficacy erxtooints in both studtes were the cfinicaJ success rates in the intent-to- treat (TTT) poputatlon and in the 
cfrncalty evafuabie (CE) peputation. In study 9801 , cfrticaJ success rates in the fTT popiiation were 62.5% (165/264) 
in patients treated with (faptomycin and 60.9% (1 627266) in patients treated with comparator drugs, a Weal success 
rates in the CE Deputation were 76.0% (1 58/208) in patients treated with oaptenryan and 76.7% (15&/206) ri patients 
treated with comparator drugs, tn study 9901, clinical success rates in the ITT peputation were 60.4% (217/270) In 
patients treated with daptonrycii art 80.5^ 
in trie (X pepufafion were 89.9% (21 4/2^ 
ed with comparator drugs. 

The success rates by pathogen for microbioiogicaly evaluabte patients are presented in Tabte 9 



Tables 



krvestJgator's Primary Diagnosis tn the Compucatad Skin 
and Skin Structure Infection SturJes (PopuUtforc fTT) 



Parametare Study 9801 

CfJBJCW/Comparator 
tfc=264/N=266 


Study 9901 
CuBICiW&mparator 4 
Na27D7Ns292 


Pooled 
CUBiCIN/Cornparabr 
N*534/Ns55B 


Wound Infection 99 (37.5%)/l 1 6 (43.6%) 


102 (37.8%V108 (37.0%) 


201 (37.6%y224 (40.1%) 


Major Abscess 55 (20.8%y43 (1 6.2%) 


59(21.9%V65(22.3%) 


114(21.3%V108(19.4%) 


Ulcer Infection 71 (26.9%y75 (28.2%) 


53(19.6%)/68(23.3%) 


124 (23.2%yi43 (25.6%) 


Other Infection* 39 (1 4.8%V32 (1 2.0%) 


56(20.7%y51 (17.5%) 


95n7.8%V83(14.9%) 


a varmrrycrn or semi-synthetic penicillins 
b. The majority of cases were subsequently categortz 
wound infections. 


ed as complicated cellulitis, r 


nator abscesses, or traumatic 


Tables arnica Success Rates by tnfotftr 
Skta and Skin Structure Infection 


tg Pathogen, Primary Comparative Complicated 
SturJes (Population: Mtaobioiogicaty EvaJuabto) 
Success Rale 


Pathogen 


n7N(S) 


nVN(%) 


MethjcflBn-susceptfble 
Staphylococcus aureus WSSty* 


170/198(85.9) 


180/207 (87.0) 


Methicflin-resistant 
Staptykxxxxijs aureus WPSfif 


21/28(75.0) 


25r36(69.4) 


Streptococcus pyogenes 


79/84 (94.0) 


60788(90.9) 


Streptococcus agaiactiae 


23/27 (85.2) 


22/29(75.9) 


Streptococcus dysgatactiae 
subsp erjustmfis 


8/8(100.0) 


9^1 (81.8) 


Enteroaxcus faecaOs 
(vancorrrycin-suscept^ 


27/37 (73.0) 


40/53(75.5) 


a Vancomycffi or serrf-synthetic penicillins 
b. As determined by the central laboratory 
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